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INTRODUCTION

Decorin, a prototype member of the small leucine-rich proteoglycan gene family, is
emerging as a powerful modulator of cell growth because of its ability to affect matrix
assembly, growth factor binding and receptor tyrosine kinase activity. The central
hypothesis of our research is that the decorin gene, delivered by adenoviral or adeno
associated virus (AAV2) vectors directly to the tumor site, will reduce the growth of solid
tumors such as breast, colon and squamous carcinomas (1-5).

BODY OF WORK
In the past year we have worked actively on generating an AAV2 vector containing d the
human decorin gene. We have obtained the AAV2-decorin vector and tested on two
breast carcinoma cell lines, namely MDA-468 and MDA-453. Unfortunately, after
several attempts of transduction with the AAV2-decorin vector, we could not find any
expression of decorin either by RT-PCR or Western immunoblotting. We then made
another construct in which the vector was changed to AAV1 and was modified to include
a 400 bp deletion. Just recently, we found the first evidence for the presence of decorin.
Thus we plan to test AAVl-decorin vector in the next year.
We have requested and obtained a one year, no-cost extension from the Department of
the Army, in order to continue this project.

KEY RESEARCH ACCOMPLISHMENTS

We were able to generate a vector that could be used in future studies to target breast
cancer cells in vivo. This vector is based on the latest generation of AAV1, adeno
associated virus 1, which can conceivably induce the expression of decorin in the tumor
cells and thus retard the growth of breast carcinoma.
This vector could potentially be delivered systemically

REPORTABLE OUTCOMES
At this moment there are no reportable outcomes.

CONCLUSIONS
We have demonstrated that it is possible to generate an AAV1 vector containing decorin
and that this vector can efficiently transduce tumor cell lines. These preliminary studies
are encouraging and suggest that we will be able to pursue the study of breast cancer cells
in vitro and the treatment of animal models of breast cancer as originally planned.
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